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DIVISION OF PULMONARY DRUG PRODUCTS

Review df Chemistsy, Ménufacturing, and Controls

NDA #: 20-521 . .ADDENDUM TO CHEM. REVIEW #6 - REVIEW DATE: 06/26/98

SUBMISSION TYPE 'DOCUMENT DATE CDERDATE  ASSIGNED DATE
AMENDMENT[BC] . 240unB8 uE L. - 25-Jun-98

NAME & ADDRESS OF APPLICANT: ONY, Inc.

w o iz .-—Baird Research Park
1576 Sweet Home Road
Amherst, New York 14228 : -
DRUG PRODUCT RAME T . :

Proprietary: - Lo INFASURF° Intratracheal Suspension

Nonproprietary: -~~~ "~ “""Calfactant Intratracheal Suspension i

USAN: - " Calfactant '

Code Name/#: CLSE (name used for the drug substance prior to
adopting name “calfactant”)

Chem.Type/Ther.Class: 1S/601

EM RKSICOMMENTS

————

This is evaluation of June 24, 1998 amendment (CMC) submitted by the
applicant in support of changes implemented on January 1998 in the
manufacturing process of the drug substance

CONCLUSIONS & B_ECOMMENDATIONS;

This NDA application is recommended for approval from the CMC standpoint,
providing that implemented on January 1998 in the
manufacture of drug substance will be. approved via CMC supplement. The
approval letter should specified that the drug product manufactured from the
drug substance batches produced with the new process can not be marketed
until approval -of the supplement. Also, applicant's Phase 4 commitments (see
draft letter at the end of Chem. Rev. #6) should be included.



NDA 20-521 i Infasurf Intratracheal Suspension

Chem. Rev. #6 ONY Inc.
éc: . .
Org. NDA 20-521 Ocs YQ, @
HFD-570/Division File
HFD-570/ENashed 7/ [ /%"
- HFD-570/DToyer
- HFD-570/GPoochikian
HFD-570/MPina -
HFD-570/JSun e
APPEARS THIS WAY
ON ORIGINAL

- -




'DIVISION OF PULMONARY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and Controls

NDA #: 20-521 . CHEM. REVIEW #5 -7 REVIEW DATE: 05/07/97
SUBMISSION TYPE -~ ~~ RQCUMENT DATE CDER DATE ASSIGNED DATE
ORIGINAL NDA 13-MAR-85 13-MAR-85 06-NOV-95
ORIGINAL NDA (RESUBMISSION) : 27-JUL-95 ©31JUL-95 - . . 06-NOV-95
AMENDMENT [BC]) 10-AUG-85 14-AUG-85 . 06-NOV-95
AMENDMENT [BC] 2-AUG-95- ~  24-AUG-95 _  06-NOV-95
AMENDMENT [BC] S "26-SEP-85 “29-SEP-95 06-NOV-85 -
AMENDMENT [BZ] = - 16-OCT-85 -::.:-17-OCT-85 . : . 06-NOV-95.

- AMENDMENT [BC] 01-DEC-85 - 05-DEC-85 07-DEC-95
AMENDMENT [BI] 08-FEB-96 12-FEB-96 11-MAR-96
AMENDMENT[BC} . =~ .. . ..D6-MAR-B86 08-MAR-86 11-MAR-96
AMENDMENT [BC] - — ~ —~~—=12:APR-86-- 17-APR-96 18-APR-96
AMENDMENT [BC} 10-MAY-96 - 16-MAY-86 20-MAY-96
AMENDMENT [BI] _ 11-JUL-96 ~_15-JUL-86 15-JUL-96
AMENDMENT [BZ) - 18-JUL-86- - - - T 23<JUL-86- 23-JUL-96
AMENDMENT [BZ] 06-AUG-86 08-AUG-96 08-AUG-96
AMENDMENT [BZ] .. .. 13-AUG-96 . ... 15-AUG-96 15-AUG-96
AMENDMENT [AZ] 06-NOV-86 "~ 08-NOV-96 14-NOV-96
AMENDMENT [BZ] " 14-NOV-86 18-NOV-96 14-NOV-96
AMENDMENT [BZ] 08-DEC-96 11-DEC-96 14-NOV-96
AMENDMENT [BZ)] 12-FEB-97 13-FEB-97. 14-FEB-97
AMENDMENT [BZ)] 14-Mar-97 20-Mar-97 21-Mar-97
AMENDMENT [BZ] __QZ-APR-Q? 10-APR-97 10-APR-97
AMENDMENT [BC)* 21-APR-97 23-APR-97 21-APR-97
AMENDMENT [BL]" 21-APR-97 24-APR-97 21-APR-97
AMENDMENT [BC)* : 22-APR-97 .. 23-APR-97 22-APR-97
AMENDMENT [BC)* - 24-APR-97 . 28-APR-87 24-APR-97
AMENDMENT [BC)* - 25-APR-97 25-APR-97

. AMENDMENT [BL)* 25-APR-97 25-APR-97
AMENDMENT [BC)* 29-APR-97 --- . --30-APR-87 ---——-01-May-97
AMENDMENT [BZ])* 29-APR-97 30-APR-97 01-May-97
AMENDMENT [BF]* 29-APR-97 01-May-97 02-May-97
AMENDMENT [BC)* 01-May-97 05-May-97 02-May-97
AMENDMENT [BC)* 02-May-97 - 02-May-97
AMENDMENT [BC]* 05-May-97 05-May-97
AMENDMENT [BZ]* : 05-May-97 06-May-97 06-May-97
AMENDMENT [BL)* - ..- 06-May-97 07-May-97
* Subject of-this-review
NAME & ADDRESS OF APPLICANT: ONY, Inc.

Baird Research Park
1576 Sweet Home Road -

Amherst, New York 14228



NDA 20-521

L S

This is chemist’s review of the 21-Apr-87 (CMCj, 21-Apr-97 (Label), 22-Apr-97 (CMC), 24-

- Apr-97 (CMC) 25-Apr-97 (CMC) 25-Apr-97 (Label), 29-Apr-97 (CMC) and 29-Apr-97

(Label); 2-May-9TREMC), 5-May-8F(CNC);-7-May-97-(CMC).and 7-May-87 (Carton Label)
amendments submitted by the applicant in mesponse to the agency CMC comments faxed
to the applicant on 17-Apr-97 (result of Chem. Rev. #4), agency Labeling oorn_ménts faxed
to the applicant on 16-Apr-97 and in response to the teleconferences with applicant on 18-

* Apr-97, 23-Apr-97, 24-Apr-97, 25-Apr-97; 1:May-97, 2-May:97, 5-May-87 and 6-May-97.

CONCLUSIONS & RECOMMENDATIONS:
This NDA application is approvable from the CMC standpoint providing that a detailed,
updated CMC (including Method Validation) package will be submitted 180 days prior to

the final-(market)-approval -of the-application and that all commitments will be fulfilled

-adequately by the Applicant as stated in the commitment section of this review. The

approval letter should remind Applicant of all commitments and agreements resulting from
Chem. Rev. #5 (see Review Notes for the List of Applicant's Commitments section).

s

Eugenia M. Nashed, Ph.D. Review Chemist

- CC:

Org. NDA 20-521 . __.~

HFD-570/Division File

HFD-570/ENashed

HFD-570/BKuzmik

HFD-570/GPoochikian

HED-S70MPina APPEARS THIS WAY
HFD-570/JSun

HFD-570/BGillespie =

R/D Init by:']Si R




NDA 20-521 ' 7

A ;

Description and-Characterization: -+ — S8ANSFACTORY; see Chem. Rev. #4.

. Manufacturer BATISFACTORY; see Chem. Rev. #1.

. Synthesis/Manufacture: .SATISFACTORY; see Chem. Rev. #5.

Sne:z[ﬁ.calmslAnaMl:aLMﬂtbnd& sxnsmcronv see Chem Rev. #5.

Mamﬁmlasummm; SATISFACTORY see. Chem. Rev. #5. _ _

. Stability; . ., SATISFACTORY; . . see Chem. “Rev. #5 for stability commiitment - no
comprehensive data on SP-B available at this time. Retest Period: 6

months, may be extended through a prior-approval supplement only.

o ;A LN

B. Drug Product

1. Components/Composition: SATISFACTORY; see Chem. Rev. #4.
2. Specifications and Methods for Drug Product Ingredients: SATISFACTORY;

) see Chem. Rev. #5.
3. Manufacturer SATISFACTORY; see Chem. Rev. #2.

. Manufacturing and Packaging: SATISFACTORY; see Chem. Rev. #4.
5. Specifications and Test Methods: SATISFACTORY; see Chem. Rev. #5 for applicant's
commitment to optimize method MPCT1 (foreign
: particulates).

6. Container/Closure System: SATISFACTORY; see Chem. Rev. #1.

Stability: SATISFACTORY; see Chem. Rev. #5 for stability commitment - no
comprehensive data on SP-B available at this time. Expiry Period: 12 months,
may be extended through a prior-approval supplement only.

h

N

C. Investigational Formulations: =~ S8ATISFACTORY; see Chem. Rev. #1.
D. Environmental Assessment: SATISFACTORY; see Chem. Rev. #4.

E. Mg_mg_dﬂalm:jm Methods Validation will be initiated upon submission and sat:sfactory
"~ review of aII CMC methods.
F. Labeling:  SATISFACTORY;  see Chem. Rev. #5. Trademark will be INFASURF® ; Non-
proprietary (USAN) name will be CALFACTANT.

G. Establishment inspections: SATISFACTORY; see Chem. Rev. #5.
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DIVISION OF PULMONARY DRUG PRODUCTS
Revnew of Chemistn-y, Manufacturring, and’ COntrols”' |

NDA #: 20-521 Wg - REVIEW DATE; 04/17/97
S.!J.EM[S_S_I.QNI!EE -~ D.QQI.!MEJNI.DAIE QQEB.DAIE -..AS.S.I.QNED_.DAIE
ORIGINAL NDA ' 13-MAR-85  13-MAR-85 06-NOV-95
ORIGINAL NDA (RESUBMISS!ON) 27JUL-95 ..  31JUL-85 .  0B-NOV-85
AMENDMENT [BC]. “10-AUG-95 °  14-AUGS5  0B-NOV-85
AMENDMENT [BC] - 22-AUG-95™""" T 24-AUG85 "~ 06-NOV-85
AMENDMENT [BC] = 26-SEP-85- - -20-SEP-85 - 06-NOV-g5 -

" AMENDMENT [BZ) - 16-OCT-85-“3  ~17-0CT-95- ==  06-NOV-85
AMENDMENT [BC] "~ "7 01-DEC-95” ==  05-DEC®5..35  07-DEC-95
AMENDMENT [BC] 06-MAR-96 08-MAR-86 11-MAR-86
AMENDMENT [BC) 12-APR-96 17-APR-86 18-APR-96
AMENDMENT [BC) 10-MAY-96 _ " 16-MAY-96 20-MAY-96
AMENDMENT [BC] ™~ "% - 7= NIaUL:96 15-JUL-96 15-JUL-96
AMENDMENT [BZ] — - - 06-AUG-86  ~ 08-AUG-96 -  08-AUG-86
AMENDMENT [BZ)* 06-NOV-86 08-NOV-86 14-NOV-96
AMENDMENT [BZ]* . O7-APR-97 10-APRS7 . . 10-APR-97

* Subject of this review

NAME & ADDRESS OF APPLICANT: ONY, Inc.

Baird Research Park

1576 Sweet Home Road

Amherst, New York 14228

DRUG PRODUCT NAME

Proprietary: _ INFASURF®
Nonproprietary/ISAN; = - -~ ~z-i5- Calfactant ... - . oo
Code Name/#: ~ oo LTIt
Chem Type/Ther.Class: 1S/601

EﬂABMAg_Qj..,L;A]:Ef.-‘a_QBI[]L]Q]_QA];[QN_t Lung surfactant replacement for treatment of
Respiratory Distress Syndrome (RDS) in premature
infants: prophylaxis RDS.

DOSAGE FORM: » ' Sterile liquid suspension. mg of extract
e solids in 8 mL of 0.9 % w/v NaCl for imrigation.
- Recommended Dose: 3 ml/kg body weight.

No preservatives. Stored refrigerated..

STRENGTHS: . Complm ‘mixture of lipids and préteins. See
Drug Product Specifications for composition and
proportion of major ingredients.

BQUIE_QEAQMINLSIBAILQN.. lntratrabheal instillation via endotracheal tube.

- DISPENSED: X Rx —0TC
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This is chemist's review of the 6-Nov-86 and 7-Apr-97 amendments submitted by the
applicant in response to the Agency AE letter dated 25-Jul-86 and in response to the
_ teleconference on 4-Apr-97. .- -

CONCLUSIONS & RECOMMENDATIONS:

All deficiencies specfied in the Chemist's Draft Letter have to be addressed adequately
by the applicant, including submission of updated Method Validation package, and
acceptable EERs and USAN rname need to be availabie prior to the approval of the
" application. The approval letter should remind the Appiicant.of all the commitments and

agreements resulting from Chem. Rev. #1, 2 and 3 (see Remarks/Comments and
Summary of Applicant's Commitments sections).

(IS )

Eugenia M. Nashed, Ph.D. Review Chemist

cc:
Org. NDA 20-521
HFD-570/Division File

HFD-570/ENashed

HFD-570/BKuzmik -

HFD-570/GPoochikian

HFD-570/MPina ~ = AP ZﬁAgs THIS WAY
HFD-570/JSun - RIGINAL .

HFD-570/BGillespie - -

R/D Init by i




DIVISION OF PULMONARY DRUG PRODUCTS
Review of Chemistry, Manufacturing, and .Controls

SEP 16 1095

NDA # 20-521- CHEM.REVIEW#3 - REVIEW DATE: 09/12/96
SUBMISSIONTYPE =~ DOCUMENTDATE CDERDATE  ASSIGNED DATE
ORIGINALNDA 13-MAR-95 13-MAR-95 06-NOV-85
ORIGINAL NDA (RESUBMISSION) 27-JUL- 85 31-JUL- 85 06-NOV-95
AMENDMENT [BC] 10-AUG-85 14-AUG-95 - 06-NOV-95
AMENDMENT [BC] 22-AUG-85 24-AUG-85 06-NOV-85
AMENDMENT [BC) - 26-SEP-95 - 29-SEP-85 06-NOV-85
AMENDMENT [BZ] - 16-0CT7-95 . 37-0CT-85 06-NOV-95.
AMENDMENT [BC] - 01-DEC-85 ~ 05-DEC-95 07-DEC-95
AMENDMENT [BC) .06-MAR-986 08-MAR-86.. - -31-MAR-96 .
AMENDMENT [BC] 12-APR-96 =~~~ 17-APR-96: - 19-APR-86
AMENDMENT [BC]) 10-MAY-96 16-MAY-96 20-MAY-96
AMENDMENT [BC] 11-JUL-96 15-JUL-86 15-JUL-86
AMENDMENT [BZ])* 19-JUL-96 - 23-JUL-86 23-JUL-96
AMENDMENT (BZ]* _ .. 06-AUG-96 . 08-AUG-88 08-AUG-96
AMENDMENT [BZ]* 13-AUG-96 15-AUG-96 15-AUG-96
* Subject of this review ’ '
NAME & ADDRESS OF APPLICANT: ONY, Inc. _
' Baird Research Park
1576 Sweet Home Road
Amherst, New York 14228
DRUG PRODUCT NAME
Proprietary. INFASURF®
Nonproprietary/USAN: Calf Lung Surfactant Extract
Code Name#: -~
Chem.Type/Ther.Class: 15/601
PHARMACOL., CATEGORY/INDICATION: Lung surfactant replacement for treatment of
Respiratory Distress Syndrome (RDS) in premature
infants: prophylaxis RDS.
DROSAGE FORM: Sterile liquid suspension. mg of extract
solids in 6 mL of 0.9 % w/v NaCl for irmigation.
Recommended Dose: 3 ml/kg body weight.
_ - No preservatives. Kept refrigerated.
STRENGTHS: Comph“' * mixture of lipids and profeins. See
Drug Proauct-Specifications for composition and
proportion of active ingredients.
BQ_U_IE__QE_AQM]N]_S_‘[BAILQ& lntratracheal instillation via endotracheal tube.

X_Rx — 0OTC



o This is chemist's review of the (4) July 19 and Aug 13, 1996 amendments submitted
by the Applicant in relation to the Agency. letter of May 24,1986 ( same drug ), and (B)
August 6, 1996 amendment, Applicant's request for clarification of some of the
comments contained in Agency letters dated Feb. 28 (IR) and July 25 (AE), 1996.

CONCLUSIONS & RECOMMENDATIONS:

o Chemist's comments regarding the above amendments are attached on pp. 7 and 8 of
this review:
(A) CHEMIST COMMENTS iN RESPONSE TO JULY 19 AND AUGUST 13, 1996
SUBMISSIONS ("SAME DRUG") _
e e and s
(B) CHEMIST COMMENTS IN RESPONSE .TO AUGUST 6, 1996 SUBMISSION
("“CLARIFICATION"). |

« All deficiencies specified in the Agency lefters dated Feb. 28 (IR) and July 25 (AE),
- 1996 have to be addressed adequately by the. applicant and acceptable EERs need to
be available prior to the approval of the application.

8

Eugenia M. Nashed, Ph.D. Review Chemist

cC:

Org. NDA 20-521

HFD-570/Division File

HFD-570/ENashed - .. = : APPEA
HFD-570/BKuzmik . ON gg,zmi WAY
HFD-570/GPoochikian L
HFD-570/MPina
HFD-570/YChoi

HFD-570/BGillespie - - .
R/D Init by /.5 / Y14/t | |



-

DIVISION OF PULMONARY DRUG PRODUCTS

1936
Review of Chemlstry, Manuifacturnng, and Controls V- |1

NDA #: '20-521 CHEM. REVIEW # 2 REVIEW DATE: 07/15/96

SLZB.MJS.SIQ.N_'IXEE DOCUMENT DATE  CDERDATE  ASSIGNED DATE
- ORIGINAL NDA 13-MAR-95 13-MAR-95 06-NOV-95

ORIGINAL NDA (RESUBMISSION) 27-JUL-95 31-JUL-95 06-NOV-95

AMENDMENT [BC] - 10-AUG-95 14-AUG-95 06-NOV-85

AMENDMENT [BC] - 22-AUG-95 - 24-AUG-95 06-NOV-85

AMENDMENT [BC] 26-SEP-95 29-SEP-95 06-NOV-95

AMENDMENT [BC] 01-DEC-85 05-DEC-85 07-DEC-95

AMENDMENT [BC]" -~ - - - 12-APR-86  -- 17-APR-96 . 19-APR-986

AMENDMENT [BC)*, - - 10-MAY-86 .. . .-16-MAY-86 .. 20-MAY-86

AMENDMENT [BC]'_ 11-JUL-96 ' 12-JUL-96

* Subject of this review '

NAME & ADDRESS OF APPLICANT: .- - .ONY,Inc. .

i - - Baird Research Park ..
1576 Sweet Home Road -
Amherst, New York 14228
DRUG PRODUCT NAME
" Proprietary: INFASURF®
Nonproprietary/USAN: Calf Lung Surfactant Extract
Chem.Type/Ther.Class: 1S/601

BHABMAQ_QL,_AIEQQRIL[EQLQAI[QE_— Lung surfactant replacement for treatment of

DOSAGE FORM:

Respiratory Distress Syndrome (RDS) in premature
infants: prophylaxis RDS.

Sterile liquid suspension. mg of extract
solids in 6 mL of 0.9 % w/v NaCl for irrigation.
Recommended Dose: 3 mL/kg body weight.

“No preservatives. Kept refrigerated.

Compi " mixture of lipids and proteins. See
Drug Product-Specifications for composition and
proportion of active ingredients.

lntratracheal instillation via endotracheal tube.

X Rx — OTC




NDA 20-521 infasurf
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The outstanding CMC deﬁclencleslcomments for the New Drug Applncatlon #20-521 are
summarized in the DRAFT OF CHEMIST'S PART QE JHE J.ETI'ER AII deficiencies have
to be addressed adequately by the applicant and acceptable EERSs need to-be available

prior to the approval of the application.

Eugenia M. Nashed, Ph.D. Review Chemist

cc:

Org. NDA 20-521
HFD-570/Division File
HFD-570/ENashed
HFD-570/BKuzmik
HFD-570/GPoochikian
HFD-570/MPina
HFD-570/MHimmel-
HFD-570/YChoi -
HFD-570/BGillespie
HFD-160/CVincent

HFD-510/YChiu APPEARS THIS WAY

' ' t ]
R/D init by: ) CH ORIGINAL
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DIVISION OF PULMONARY DRUG PRODUCTS | FEB | © 1996
Review of Chemistry, Manufacturing, and Controls

CHEM. REVIEW # 1

REVIEW DATE: 02/15/96

NDA#: 20-521
ORIGINAL NDA* 13-MAR-95
ORIGINAL NDA (RESUBMISSION)* 27-JUL- 85
“~AMENDMENT [BC}* 10-AUG-85
AMENDMENT [BC]* 22-AUG-95
AMENDMENT [BCJ* L 26-SEP-95.
AMENDMENT [BC]* =~ =~ "2" 01-DEC-85
* Subject of this review
NAME & ADDRESS OF APPLICANT:
Proprietary:
Nonproprietary/USAN:
Code Name##;
PHARMACOL, CATEGORY/INDICATION:
DOSAGE FORM;
STRENGTHS: - |
ROUTE OF ADMINISTRATION:
~ DISPENSED:

13-MAR-85 06-NOV-85
31-JUL- 85 06-NOV-85

. 14-AUG-95 06-NOV-95
. - 24-AUG-85 06-NOV-985
. - 28-SEP-85 06-NOV-95
05-DEC-95 07-DEC-85
ONY, inc.
Baird Research Park ¢
1576 Sweet Home Road

Amherst, New York 14228

INFASURF®
Calf Lung Surfactant Extract

15/601

Lung surfactant replacement for treatment of
espiratory Distress Syndrome (RDS) in premature
infants: prophylaxis RDS.

Sterile liquid suspension. mg of extract
solids in 6 mL of 0.9 % w/v NaCl for irrigation.
Recommended Dose: 3 mL/kg body welght ;i
No preservatives. Kept refrigerated.

Phospholipids (PL): mg/mL with phosphatidyl-
choline (PC) 2 mg/mL (no spec. for DPPC),
Protein: mg/mL (no spec. for SP-B and
SP-C). - )

intratracheal instillation via endotracheal tube.

_X_Rx | __oTc




NDA 20-521

CONCLUSIONS & RECOMMENDATIONS:

This New Drug Application is not approvable, at this stage, from the chemistry standpoint. The
application is*lacking ‘crucial CMC data and have numerous deficiencies that are listed in the
Chemist’s Part of the Draft Deficiency Letter. The above should be oommumcated to the Applicant
as soon as possnble

cc:
Org. NDA 20-521— ...
HFD-570/Division File

HFD-570/ENashed . . ‘
HFD-570/BKuzmik -~ - : WEZ?
HFD-570/GPoochikian LA
HFD-570/MPina Eugenia 4. Nashed, Ph.D. Review Chemist
HFD-570/YChoi ' '

HFD-570/BGillespie
HFD-160/CVincent

HFD-510/YChi '
R/D Init by S

filename: 20521 nda.000

et APPEARS THIS WAY
. ON ORIGINAL

wd me



